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WE CLAIM: 



# 



1 . A compound having the generalized structural formula 
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X-(CR^)h-^7^-G 4 ) q . 



V. R i 
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b=E^ G 3 } 



wherein 
R 1 and R 2 : 

i) independently represent H or lower alkyl; 

ii) together form a bridglg of structure 

- 5 Ns 1 )- 

wherein binding is achieved via the terminal carbon atoms; 

iii) together form a bridge of structure 

wherein binding is achieved via tnte terminal carbon atoms; or 

iv) together form a bridge of structure 

V 

wherein one or two ring members T 1 are^T and the others are CH, and binding 

is achieved via the terminal atoms; and* 
wherein 



m is 0 or an integer 1 - 4; and 



25 



G 1 is a substituent independently selected from thel^group consisting of 

• -N(R 6 ) 2 ; 

• -NR 3 COR 6 ; 
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halogen; 
alkyl; 
cycloalkyl; 
lower alkenyl; 
lower cycloalkenyl; 
halogen-substituted alkyl; 

lino-substituted alkyl; 
N-rower alkylamino-substituted alkyl; 
N,N-cti-lower alkylamino-substituted alkyl; 
N-lowekalkanoylamino-substituted alkyl; 
hydroxy-skibstituted alkyl; 
cyano-substftuted alkyl; 
carboxy-subs^jited alkyl; 
lower alkoxycarttonyl-substituted alkyl; 
phenyl lower alkoxvcarbonyl-substituted alkyl; 
halogen-substituted *4kyla*nino; 
amino-substituted alky^lamino; 
N-lower alkylamino-subsrtituted alkylamino; 
N,N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substituted alkylamin\; 
cyano-substituted alkylamino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substituted alkylamino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
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halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
V-CON(R 6 ) 2 ; 
-£H 2 OR 3 ; 

-nV 
-cnN 

amidinV 
guanidino 
sulfo; 
-B(OH)2 ; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
optionally substitmed saturated heterocyclyl; 
optionally substituted partially unsaturated heterocyclyl 
-OCO2R 3 ; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heterqarylalkyloxy; 
-S(0) p (optionally substituted iieteroarylalkyl); 
-CHO; 

-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 



R 3 is H or lower alkyl; 



R is independently selected from the group consisting o^ 

• H; 

• alkyl; 
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optionally substituted aryl; 
optionally substituted aryl lower alkyl; and 

R 4 is^L halogen, or lower alkyl; 



X is selected Vrom the group consisting of O, S, and NH; 



Y is selected from the group consisting of 

• -(CR 4 2)n-S(b) p -(5-membered heteroaryl)-(CR 4 2) s -; 

• -(CR 4 2 )n-C(G^(R 4 )-(CR 4 2 ) s - ; 
wherein 

n and s are eaih independently 0 or an integer of 1-2; and 
G 2 is selected Worn the group consisting of -CN, -C0 2 R 3 , -CON^ 6 ^ , and 
-CHzNCR^A 
-0-CH 2 - ; 
-S(0)- ; 
-S(0) 2 - ; 
-SCH 2 - ; 
-S(0)CH 2 - ; 
-S(0) 2 CH 2 - ; 
-CH 2 S(0)- ; and 
-CH 2 S(0) 2 - 



A and D independently represent N or CH; 
B and E independently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the total number of N atoms in the ring containing A, B, D, E, and L is 1, 2, or 

3; and 

b) when L represents CH, at least one of A and D is aAN atom; 
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0, l,or2; 



3 is\elected from the group consisting of 
jwer alkyl; 
l 3 COR 6 ; 
carqpxy-substituted alkyl; 
lowerValkoxycarbonyl-substituted alkyl; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-OCOR 6 ; 
-COR 6 ; 
-CO2R 6 ; 
-CH 2 OR 3 ; 
-CONCR 6 ^ ; 
-SCO^NCR 6 ^ ; 
-N0 2 ; 
-CN; 

optionally substituted aryl;^ 
optionally substituted heterokyl; 
optionally substituted saturated heterocyclyl; 
optionally substituted partially unsaturated heterocyclyl; 
optionally substituted heteroarylalkyl; 
optionally substituted heteroarylo> 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkylfocy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 ; 
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J & a ring selected from the group consisting of 
aryl; 

pyridyl; and 
pycloalkyl; 



A> 



10 
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U1 
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20 



25 



30 



q' represents the number of substituents G 4 on ring J and is 0, 1, 2, 3, 4, or 5, and 
G 4 moieties Vre selected from the group consisting of 
-N(R 6 
-NR 3 C< 
halogen; 
alkyl; 
cycloalkyl; 
lower alkenyl; 
lower cycloalkenjd; 
halogen-substitutea^lkyl; 
amino-substituted alKyl; 
N-lower alkylamino-substituted alkyl; 
N,N-di-lower alkylamino-substituted alkyl; 
N-lower alkanoylamino-suljstituted alkyl; 
hydroxy-substituted alkyl; 
cyano-substituted alkyl; 
carboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted^alkyl; 
phenyl lower alkoxycarbonyl-substl^uted alkyl; 
halogen-substituted alkylamino; 
amino-substituted alkylamino; 
N-lower alkylamino-substituted alkylamkio; 
N,N-di-Iower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylam^io; 
hydroxy-substituted alkylamino; 
cyano-substituted alkylamino; 
carboxy-substituted alkylamino; 



64 



lower alkoxycarbonyl-substituted alkylamino; 

nyl-lower alkoxycarbonyl-substituted alkylamino; 



-SRI 



lower alkoxy; 
halogenatedMower alkylthio; 
halogenated l\wer alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CONCR 6 ^ ; 
-CH 2 OR 3 ; 
-N0 2 ; 
-CN; 
amidino; 
guanidino; 
sulfo; 
-B(OH)2 ; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
optionally substituted saturated heterfoyclyl; 
optionally substituted partially unsaturated heterocyclyl 
-OC0 2 R 3 ; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-CHO; 
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-OCONCR 6 ^ ; 
t 3 C0 2 R 6 ; 
• -N^CON(R 6 ) 2 

fusedving-forming bridges attached to and connecting adjacent positions of 
ring\ said bridges having the structures: 

a) 



wherein 

each T 2 independently represents N, CH, or CG 4 ; 

T 3 represents^. O, CR 4 G 4 , C(R%, orNR 3 ; and 

binding to ring \is achieved via terminal atoms T 2 and T 3 ; 



b) 



wherein 

each T 2 independently represents N, CH, or CG 4 ; 
with the proviso that a maxjmum of two bridge atoms T 2 may be N ; 
and 

binding to ring J is achieved via terminal atoms T 2 ; and 



c). 



T 4 * 



\ 



or 



T 9 



wherein 

each T 4 , T 5 , and T 6 independently repr^ents O, S, CR 4 G 4 , C(R 4 ) 2 , or 
NR 3 ; and 

binding to ring J is achieved via terminal ato^ns T 4 or T 5 ; 
with the provisos that: 

i) when one T 4 is O, S, or NR 3 , the other lV is CR 4 G 4 or C(R 4 ) 2 ; 

ii) a bridge comprising T 5 and T 6 atoms may\gontain a maximum of 

two heteroatoms O, S, or N; and 
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iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 



and with theViirther provisos that: 

- in G\ G\G 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom thaw may be linked by a bond, an O, an S, or NR 3 to form a N-containing 
heterocycle\f 5-7 ring atoms; and 



- when an aryl, hsteroaryl, or heterocyclyl ring is optionally substituted, that ring 
may bear up to Sxsubstituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl- 
substituted amino, ibwer alkanoylamino, halogeno, lower alkyl, halogenated 
lower alkyl, hydroxy, wwer alkoxy, lower alkylthio, halogenated lower alkoxy, 
halogenated lower alkylthio, lower alkanoyloxy, -CO2R 3 , -CHO, -CH2OR 3 , - 
OCO2R 3 , -CON(R%, -OQ$p N(R 6 )2, -NR 3 CON(R 6 ) 2 , nitro, amidino, guanidino, 
mercapto, sulfo, and cyano;\ 
or a pharmaceutically acceptable salt oKprodrug thereof. 



2. A compound having the generalized stn^ctural formula 

N-<CH 2 )-^~^ 



b=^ G 3 )q 

wherein 
R 1 and R 2 : 

i) together form a bridge of structure 

wherein binding is achieved via the terminal carbon \toms; or 
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\ together form a bridge of structure 

wherena one of the ring members T 1 is N and the others are CH, and binding is 

achi^ed via the terminal atoms; and 
wherein 

m is 0 or an integer 1-2; and 



G 1 is a substituent Independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 ; 
halogen; 
alkyl; 

amino-substituted al%lamino; 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lower alkylaminrasubstituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substituted alkylammo; 
carboxy-substituted alkylaminoi 
lower alkoxycarbonyl-substituted^alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-CO2R 6 ; 
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# 



A* 



• -CON(R 6 ) 2 ; 

• -N0 2 ; 

• -CN; 

• optionally substituted heteroarylalkyl; 

• optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 

^optionally substituted heteroarylalkyloxy; 

• ^6(0)p(optionally substituted heteroarylalkyl); 



10 



R 3 is H or lower alkyl; 



01 
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S 
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m 

Q 
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R 6 is independently selected from the group consisting of 

• H; 

• lower alkyl; 
15 • optionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 



p is 0 or 1 ; 

20 Y is selected from the group consisting of 

• -(CH 2 )n-S(0)p-(5-memberedhet^roaryl)-(CH 2 )s-; 

• -(CH 2 ) n -C(G 2 )(H)-(CH 2 ) s - ; 
wherein 

n and s are each independently 0 V 1 ; and 

G 2 is selected from the group consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH 2 N(R 6 ) 2 ; 
-0-CH 2 - ; 
-S(O)- ; 
-S(0) 2 - ; 

30 • -SCH 2 - ; 

-S(0)CH 2 - ; 
-S(0) 2 CH 2 - ; 



25 
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-CH 2 S(0)- ; and 
-CH 2 S(0) 2 - 



10 



A and uWndependently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the totalYumber of N atoms in the ring containing A, D, and L is 1 or 2; and 

b) when L represents CH, at least one of A and D is an N atom; 

q is 0, 1, or 2; 



01 
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G 3 is selected from the g\up consisting of 
lower alkyl; 
-NR 3 COR, 6 ; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-C0 2 R 6 ; 
-CONCR 6 ), ; 
-S(0) 2 N(R 6 ) 2 ; 
-CN; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 

q' represents the number of substituents G 4 on the phenyl ring\and is 0, 1, 2, or 3; 
and 
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r moieties are selected from the group consisting of 

-NCR 6 ^ ; 
k -NR 3 COR 6 ; 
\alogen; 
afcyl; 

halagen-substituted alkyl; 
hydraxy-substituted alkyl; 
carboxVsubstituted alkyl; 
lower aliK>xycarbonyl-substituted alkyl; 
amino-subVtituted alkylamino; 
N-lower alkVlamino-substituted alkylamino; 
N,N-di-lowenalkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substitured alkylamino; 
carboxy-substitute&alkylamino; 
lower alkoxycarbonw-substituted alkylamino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; \ 
-SR 6 ; \ 
-S(0)R 6 ; \ 
-S(0)2R 6 ; \ 
halogenated lower alkoxy; \ 
halogenated lower alkylthio; \ 
halogenated lower alkylsulfonyl; \ 
-OCOR 6 ; \ 
-COR 6 ; \ 
-C0 2 R 6 ; \ 
-CON(R 6 ) 2 ; \ 
-CH 2 OR 3 ; \ 
-N0 2 ; \ 
-CN; \ 
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optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 

) p (optionally substituted heteroaryl); 
opftgnally substituted heteroarylalkyloxy; 

f optionally substituted heteroarylalkyl); 
fused rinte-forming bridges attached to and connecting adjacent positions of the 
phenylNjng, said bridges having the structures: 

a) 

T 3 
wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S, V CHG 4 , CH 2 , or NR 3 ; and 
binding to the phenyl ring is achieved via terminal atoms T 2 and T 3 ; 



b) 



T 

wherein 



each T 2 independently represents N, CH, or CG 4 ; 

with the proviso that a maximupi of two bridge atoms T 2 may be N ; 
and 

binding to the phenyl ring is achiewd via terminal atoms T 2 ; and 



c) 



T 6 or 



T 5 



T 5 / 

wherein 

each T 5 , and T 6 independently represents (\ S, CHG 4 , CH 2> or NR 3 ; 
and 

binding to the phenyl ring is achieved via terminal atoms T 5 ; 
with the provisos that: 
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i) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 

ii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 

and with the furthe\ provisos that: 

in G 1 , G 2 , G 3 , aiad G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they ma\be linked by a bond, an O, an S, or NR 3 to form a N-containing 
heterocycle of 5 -\ring atoms; and 

when an aryl, heteroafyl, or heterocyclyl ring is optionally substituted, that ring 
may bear up to 2 substkuents which are independently selected from the group 
consisting of amino, Vnono-loweralkyl-substituted amino, di-loweralkyl- 
substituted amino, lower Mkanoylamino, halogeno, lower alkyl, halogenated 
lower alkyl, hydroxy, lower sdkoxy, lower alkylthio, halogenated lower alkoxy, 
halogenated lower alkylthio, lcfyer alkanoyloxy, -C0 2 R 3 , -CH 2 OR 3 , -OC0 2 R 3 , - 
CON(R 6 )2 , -OCO N(R% , -NR 3 QON(R 6 )2 , nitro, and cyano; 
or a pharmaceutically acceptable salt or prodrug thereof. 



3. A compound having the generalized structural formula 




wherein 
R 1 and R 2 : 

i) together form a bridge of structure 

wherein binding is achieved via the terminal carbon atc^ms, and any group G l is 
located on a non-terminal atom of the bridge; or 
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together form a bridge of structure 

whe&in one of the ring members T 1 is N and the others are CH, and binding 

acnieved via the terminal atoms; and 
wherein 

m is 0 or an ?fateger 1 - 2; and 



G 1 is a substituen^ independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 
halogen; 

-OR 6 wherein Rfl^epresents lower alkyl; 
-N0 2 ; 

optionally substituteddieteroaryloxy; 
optionally substituted Bfeteroarylalkyloxy; 



R is H or lower alkyl; 

R 6 is independently selected from the group insisting of 

• H; 

• lower alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 

p is 0 or 1; 



Y is selected from the group consisting of 

• -S(0)p-(5-membered heteroaryl)-; 

• -C(CN)(H)-; 

• -0-CH 2 - ; 
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* 




-N0 2 ; 
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-CN; 

.optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(Odn(optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 

fused ring-arming bridges attached to and connecting adjacent positions of the 
phenyl rmg, said bridges having the structures: 



a) 



b) 



wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S, (ACHG 4 , CH 2 , or NR 3 ; and 
binding to the phenw ring is achieved via terminal atoms T 2 and T 3 ; 



i 

wherein 



or 



T 5 

T 5 ^ r 



each 1°, and T° independency represents O, S, CHG 4 , CH 2j or NR 3 ; 
and 

binding to the phenyl ring is acl^eved via terminal atoms T 5 ; 
with the provisos that: 

i) a bridge comprising 1° and \° atoms may contain a maximum of 

two heteroatoms O, S, or N; Vnd 

ii) in a bridge comprising T 5 and YjT 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 
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and wnhJiie further provisos that: 
- in G 1 , GiwG 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they^may be linked by a bond, an O, an S, or NR 3 to form a N-containing 
heterocycle of y\6 ring atoms; and 



- when an aryl, heteroaryl^r heterocyclyl ring is optionally substituted, that ring 
may bear up to 2 substituent^which are independently selected from the group 
consisting of amino, mono-loweraftsvl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogehq, lower alkyl, halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, nok>genated lower alkoxy, halogenated 
lower alkylthio, -C0 2 R 3 , -CON(R 6 ) 2 , nitro, an&^yano; 
or a pharmaceutically acceptable salt or prodrug thereof. 



4. A pharmaceutical composition comprising a compound of claim 1 and a 
pharmaceutically acceptable carrier. 




5. A method of treating a mammal having a condition characterized by abnormal 
angiogenesis or hyperpermiabilW processes, comprising administering to said 
mammal an amount of a compound of claim 1 which is effective to treat said 
condition. 



6. The method of claim 5, wherein^aid condition is tumor growth; retinopathy, including 
diabetic retinopathy, ischemic rapml-vein occlusion, retinopathy of prematurity, and 
age-related macular degeneration; rheWatoid arthritis; psoriasis; or a bullous disorder 
associated with subepidermal blister ^formation, including bullous pemphigoid, 
erythema multiforme, and dermatitis herpetiformis. 



7. A compound having the generalized structural formula 



X-(CR 4 2 ^-(7^-G 4 ) q . 
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CP 
m 
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whe 

R 1 arijd R* 

i) ^independently represent H or lower alkyl; 

ii) rogether form a bridge of structure 

whereV binding is achieved via the terminal carbon atoms; 

iii) togetheiVbrm a bridge of structure 



wherein binding is achieved via the terminal carbon atoms; or 
iv) together form a Bridge of structure 

T 1 =T 1 

wherein one or two ring\members T 1 are N and the others are CH, and binding 

is achieved via the terminal atoms; and 
wherein 

m is 0 or an integer 1 - 4; and 



20 



25 



G 1 is a substituent independently sheeted from the group consisting of 

• -N(R 6 ) 2 ; 

• -NR 3 COR 6 ; 

• halogen; 

• alkyl; 

• cycloalkyl; 

• lower alkenyl; 

• lower cycloalkenyl; 

• halogen-substituted alkyl; 

• amino-substituted alkyl; 

• N-lower alkylamino-substituted alkyl; 

• N,N-di-lower alkylamino-substituted alkyl; 
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N-Iower alkanoylamino-substituted alkyl; 
hydroxy-substituted alkyl; 
cyano-substituted alkyl; 
carboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted alkyl; 
phenyl lower alkoxycarbonyl-substituted alkyl; 
Halogen-substituted alkylamino; 

10-substituted alkylamino; 
N-lower alkylamino-substituted alkylamino; 
N,N-dAower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substituted alkylamino; 
cyano-substimted alkylamino; 
carboxy-substmited alkylamino; 
lower alkoxycarfijpnyl-substituted alkylamino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonj 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-CH 2 OR 3 ; 
-N0 2 ; 
-CN; 
amidino; 
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guanidino; 
sulfo; 
-B(OH)2 ; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
optionally substituted saturated heterocyclyl; 
^optionally substituted partially unsaturated heterocyclyl; 
)C0 2 R 3 ; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0)Xoptionally substituted heteroaryl); 
optionalV substituted heteroarylalkyloxy; 
-S(0) p (opnpnally substituted heteroarylalkyl); 
-CHO; 

-OCON(R 6 ) 2 * 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 



R 3 is H or lower alkyl; 

R 6 is independently selected from the grS^ip consisting of 

• H; 

• alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lower alkyl; £§d 

R 4 is H, halogen, or lower alkyl; 
p is 0, 1, or 2; 



X is selected from the group consisting of O, S, and NI 
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is selected from the group consisting of 

lower alkylene, optionally substituted by OH or OAcyl; 
-CHz-O- ; 
CH 2 -S- ; 
2-NH- ; 

-O- 
-S-; 
-NH- ; 

-(CR 4 2 ) n -S(0\-(5-membered heteroaryl)-(CR , 2 )s-; 
-(CR 4 2 )„-C(G 2 tfR 4 )-(CR 4 2 ) s - ; 
wherein 

n and s are each Independently 0 or an integer of 1-2; and 
G 2 is selected from\the group consisting of -CN, -C0 2 R 3 , -CONCR 6 ^ , and 
-C'H^CR 6 ^ ; 
-0-CH 2 - ; 
-S(O)-; 
-SCO),-; 
-SCH 2 - ; 
-S(0)CH 2 - ; 
-S(0) 2 CH 2 - ; 
-CH 2 S(0)- ; and 
-CH 2 S(0) 2 - 

A and D independently represent N or CH; 
B and E independently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the total number of N atoms in the ring containing \, B, D, E, and L is 1, 2, or 
3; and 

b) when L represents CH, at least one of A and D is an N a\om; 
q is 0, 1, or 2; 




selected from the group consisting of 
-NR 3 COR 6 ; 

:arboxy-substituted alkyl; 

'er alkoxycarbonyl-substituted alkyi; 

-SR 6 ; 
-S(0)R 6 
-S(0) 2 R 6 ; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CH 2 OR 3 ; 
-CON(R 6 )2 ; 
-SCO^NCR 6 ^; 
-N0 2 ; 
-CN; 

optionally substituted aryl; 
optionally substituted heteroaryl;^ 
optionally substituted saturated heteVocyclyl; 
optionally substituted partially unsaturated heterocyclyl 
optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 ; 



s a ring selected from the group consisting of 
• aryl; 
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pyridyl; and 
cycloalkyl; 

the number of substituents G 4 on ring J and is 0, 1, 2, 3, 4, or 5, and 
; are selected from the group consisting of 

-NrVoR 6 ; 
haloger 
alkyl; 
cycloalkyl; 
lower alkenyl; 
lower cycloalken) 
halogen-substituted ; 
amino-substituted j 

N-lower alkylamino-subsfttuted alkyl; 
N,N-di-lower alkylamino-substituted alkyl; 
N-lower alkanoylamino-subst^uted alkyl; 
hydroxy-substituted alkyl; 
cyano-substituted alkyl; 
carboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted alk\l; 
phenyl lower alkoxycarbonyl-substitut^jl alkyl; 
halogen-substituted alkylamino; 
amino-substituted alkylamino; 
N-lower alkylamino-substituted alkylamino? 
N,N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino) 
hydroxy-substituted alkylamino; 
cyano-substituted alkylamino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substituted alkylamino; 
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10 



15 



20 



25 



phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 




-S(0\R 6 ; 

halogeftated lower alkoxy; 
halogenated lower alkylthio; 
halogenate\j lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 



30 



-CON(R°) 2 ; 
-CH 2 OR 3 ; 
-N0 2 ; 
-CN; 
amidino; 
guanidino; 
sulfo; 
-B(OH)2 ; 

optionally substituted aryl; 
optionally substituted heteroaryl; 

optionally substituted saturated heterocyclyl; 

\ 

optionally substituted partially unsaturated heterocyclyl 
-OC0 2 R 3 ; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-CHO; 



-OCON(R 6 ) 2 ; 
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-NR 3 C0 2 R 6 ; 
^NR 3 CON(R 6 ) 2 

ring-forming bridges attached to and connecting adjacent positions of 
J, said bridges having the structures: 

a) X 



b) 



3/ 
T 3 

wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents^, O, CR 4 G 4 , C(R 4 ) 2 , or NR 3 ; and 
binding to ringV is achieved via terminal atoms T 2 and T 3 ; 



wherein 

each T 2 independently represents N, CH, or CG 4 ; 
with the proviso that a maximum of two bridge atoms T 2 may be N ; 
and 

binding to ring J is achieved viMerminal atoms T 2 ; and 



c) 



T 4 



T 4 T 5/ 



T 6 



L . tA. or 

T \ J 5 — T 6 

wherein 

each T 4 , T 5 , and T 6 independently repres^its O, S, CR 4 G 4 , C(R 4 ) 2) or 
NR 3 ; and 

binding to ring J is achieved via terminal aton\s T 4 or T 5 ; 
with the provisos that: 

i) when one T 4 is O, S, or NR 3 , the other lAs CR 4 G 4 or C(R 4 ) 2 ; 

ii) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 



85 



5051 

iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 

and with tne further provisos that: 

- in G 1 , Qi 2 , G 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they may be linked by a bond, an O, an S, or NR 3 to form a N-containing 
heterocycle of 5 - 7 ring atoms; and 

- when an arylYheteroaryl, or heterocyclyl ring is optionally substituted, that ring 
may bear up t&5 substituents which are independently selected from the group 
consisting of Vnino, mono-loweralkyl-substituted amino, di-loweralkyl- 
substituted amino\ lower alkanoylamino, halogeno, lower alkyl, halogenated 
lower alkyl, hydroxy lower alkoxy, lower alkylthio, halogenated lower alkoxy, 
halogenated lower alkyMuo, lower alkanoyloxy, -C0 2 R 3 , -CHO, -CH 2 OR 3 , - 
OC0 2 R 3 , -CONCR 6 ^ , -©CO N(R 6 >2 , -NR 3 CON(R 6 ) 2 , nitro, amidino, guanidino, 
mercapto, sulfo, and cyanb; 

or a pharmaceutically acceptable salvor prodrug thereof. 



8. A compound having the generalized Wuctural formula 




wherein 
R 1 and R 2 : 

i) together form a bridge of structure 

wherein binding is achieved via the terminal carbon atoms; or 
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# 



di) together form a bridge of structure 



10 



15 



Q 



20 



25 



30 



wherein one of the ring members T 1 is N and the others are CH, and binding is 

achieved via the terminal atoms; and 
whereiin 

m is 0 or an Integer 1 - 2; and 

G 1 is a substitue\t independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 : 
halogen; 
alkyl; 

amino-substituted ^Jkylamino; 
N-lower alkylamino%ubstituted alkylamino; 
N,N-di-lower alkylammo-substituted alkylamino; 
N-lower alkanoylamino^ubstituted alkylamino; 
hydroxy-substituted alkyiajnino; 
carboxy-substituted alkylanliyio; 
lower alkoxycarbonyl-substiti^ed alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
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-CON(R 6 ) 2 ; 

-N0 2 ; 

-CN; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
^S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(©) p (optionally substituted heteroarylalkyl); 



R 3 is H or lower alky 1, A 



R is independently selected from the group consisting of 

• H; 

• lower alkyl; 

• optionally substituted 

• optionally substituted aryl IWer alkyl; and 



p is 0 or 1 ; 



Y is selected from the group consisting of 

lower alkylene, optionally substitut^ by OH or OAcyl; 
-CH2-O- ; 
-CH 2 -S- ; 
-CH 2 -NH- ; 
-O-; 
-S-; 
-NH-; 

-(CH 2 ) n -S(0)p-(5-membered heteroaryl)-(CH 2 ) s -; 
-(CH 2 ) n -C(G 2 )(H).(CH 2 ) s - ; 
wherein 

n and s are each independently 0 or 1 ; and 
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G 2 is selected from the group consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH 2 N(R 6 ) 2 ; 
-0-CH 2 - ; 
^S(O)- ; 

\o) 2 - ■ 

-SCn} 2 - ; 

-s(0) 2 a 

-CH 2 S(0)-\and 
-CH 2 S(0) 2 - 



A and D independently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the total number of N atoVis in the ring containing A, D, and L is 1 or 2; and 

b) when L represents CH, at l^ast one of A and D is an N atom; 

q is 0, 1, or 2; 



G 3 is selected from the group consistingVf 
-NR 3 COR 6 ; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-CN; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
optionally substituted heteroarylalkyl; 
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• optionally substituted heteroaryloxy; 

• -S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 



10 



m 

i . s 

: : t 

m 



a 



15 



20 



25 



30 



q' represents the number of substituents G 4 on the phenyl ring and is 0, 1, 2, or 3; 
and 

G 4 moieties &e selected from the group consisting of 
-N(R 6 )\ 
-NR 3 COR\; 
halogen; 
alkyl; 

halogen-substituted alkyl; 
hydroxy-substituteck alky 1 ; 
carboxy-substituted aUcyl; 
lower alkoxycarbonyl-s^bstituted alkyl; 
amino-substituted alkylamino; 
N-lower alkylamino-substitmted alkylamino; 
N,N-di-lower alkyiamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substituted alkylamino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substituted alkylamino; 
phenyl-lower alkoxycarbonyl-substitute^ alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
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-COR ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-CH 2 OR 3 ; 
-N0 2 ; 



optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p roptionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (opti^nally substituted heteroarylalkyl); 
fused ring-fokning bridges attached to and connecting adjacent positions of the 
phenyl ringi said bridges having the structures: 

a) 

wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S, OXHG 4 , C(H) 2 , or NR. 3 ; and 
binding to the pheny\ring is achieved via terminal atoms T 2 and T 3 ; 



b) 



c) 



wherein 

each T 2 independently represents N, CH, or CG 4 ; 
with the proviso that a maximum of two bridge atoms T 2 may be N ; 
and 

binding to the phenyl ring is achieved via terminal atoms T 2 ; and 



j 6 or 



T 5 
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10 



wherein 

each T 5 , and T 6 independently represents O, S, CHG 4 , C(H) 2 , or NR 3 ; 
and 

binding to the phenyl ring is achieved via terminal atoms T 5 ; 
with the provisos that: 

i) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 

ii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 



15 



and with the fiirther provisos that: 
- in G , G , G , and G\ when two groups R are each alkyl and located on the same 
N atom they may be lmked by a bond, an O, an S, or NR 3 to form a N-containing 
heterocycle of 5 - 7 ringWoms; and 



20 



25 



- when an aryl, heteroaryl, dk heterocyclyl ring is optionally substituted, that ring 
may bear up to 2 substituentSs which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-Ioweralkyl-substituted 
amino, lower alkanoylamino, nalogeno, lower alkyl, halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkVlthio, halogenated lower alkoxy, halogenated 
lower alkylthio, lower alkanoyloxy\c0 2 R 3 , -CH 2 OR 3 , -OC0 2 R 3 , -CON(R 6 ) 2 , - 
OCO N(R 6 ) 2 , -NR 3 CON(R 6 ) 2 , nitro, )kd cyano; 
or a pharmaceutical! y acceptable salt or prodrug^thereof. 

9. A compound having the generalized structural 
N V — R 




wherein 
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10 



•'andR 2 : 

i) together form a bridge of structure 

erein binding is achieved via the terminal carbon atoms, and any group G 1 is 
ocated on a non-terminal atom of the bridge; or 
form a bridge of structure 

1 

V 

wherein onelof the ring members T 1 is N and the others are CH, and binding is 

achieved \ia the terminal atoms; and 
wherein 




m 
m 

■csr 

n 

IB 
» ~ 



15 



20 



m is 0 or an integek 1 - 2; and 

G 1 is a substituent independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 ; 
halogen; 

-OR 6 wherein R6 rep?^sents lower alkyl; 
-N0 2 ; 

optionally substituted heleroaryloxy; 
optionally substituted hetenparylalkyloxy; 



R is H or lower alkyl; 



25 



30 



R 6 is independently selected from the group consisting of 

• H; 

• lower alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 
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\is 0 or 1; 



10 



[elected from the group consisting of 
lower alkylene, optionally substituted by OH; 

:h 2 -o- ; 



-S(OA-(5-membered heteroaryl)-; 
-C(CnVh)- ; 
-0-CH 2 -> 
-S(O)- ; an\ 
-S(0) 2 - ; 



y i 
in 



Q' 



15 



20 



25 



30 



q is 0 or 1 ; 



G 3 is selected from the gr\up consisting of 

• -NR 3 COR 6 ; 

• -C0 2 R 6 ; 

• -CON(R 6 ) 2 ; 

• -S(0) 2 N(R 6 ) 2 ; 



q' represents the number of substitutes G 4 on the phenyl ring and is 0, 1, 2, or 3; 
and 

G 4 moieties are selected from the group\consisting of 
-N(R 6 ) 2 ; 
halogen; 
lower alkyl; 

halogen-substituted lower alkyl; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 
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* b 



s-r-s 

y s 



S 



10 



15 



halogenated lower alkoxy; 
halogenated lower alkylthio; 
jalogenated lower alkylsulfonyl; 

£OR 6 ; 
-COR 6 ; 

-co 2 p 6 - 

-CON(R°) 2 ; 
-CH 2 OR^ 
-N0 2 ; 
-CN; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionalfy substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 

fused ring-forming Bridges attached to and connecting adjacent positions of the 
phenyl ring, said ofidges having the structures: 

a) 



20 



25 



. wherein 



each T 2 independentlyVepresents N, CH, or CG 4 ; 
T 3 represents S, O, CH<X, CH 2 , or NR 3 ; and 

binding to the phenyl ring\is achieved via terminal atoms T 2 and T 3 ; 



b) 



T 6 or | 



T 5 / 

wherein 

each T 5 , and T 6 independently re^fesents O, S, CHG 4 , CH 2 , or NR 3 ; 
and 

binding to the phenyl ring is achieved \a terminal atoms T 5 ; 
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with the provisos that: 

i) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 

ii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 

toms are separated by at least one carbon atom; 

and with the further provisos t^at: 
- in G l , G 2 , G 3 , and G 4 , when tW> groups R 6 are each alkyl and located on the same 
N atom they may be linked by a^ond, an O, an S, or NR 3 to form a N-containing 
heterocycle of 5 - 6 ring atoms; and 



- when an aryl, heteroaryl, or heterocyclyl nfieis optionally substituted, that ring 
may bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alkyl, Twifogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, halogenated loweh^alkoxy, halogenated 
lower alkylthio, -C0 2 R 3 , -CON(R 6 ) 2 , nitro, and cyano; 
or a pharmaceutical^ acceptable salt or prodrug thereof. 



10. A pharmaceutical composition, comprising a compound of claim 7 and a 
pharmaceutical^ acceptable carrier 



1 1 . A method of treating a mamlkal having a condition characterized by abnormal 
angiogenesis or hyperpermiabilit^, processes, comprising administering to said 
mammal an amount of a compouncN^pf claim 7 which is effective to treat said 
condition. 



12. The method of claim 11, whel 
including diabetic retinopathy, 
prematurity, and age-related macul 
bullous disorder associated with 




said condition is tumor growth; retinopathy, 
emic retinal-vein occlusion, retinopathy of 
generation; rheumatoid arthritis; psoriasis; or a 
idermal blister formation, including bullous 



pemphigoid, erythema multiforme, and dermatitis herpetiformis 
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A* 



13-VV. compound having the generalized structural formula 




G 3 )n 



wherein 
R 1 and R 2 

i) independently represent H or lower alkyl; 

ii) togetheXform a bridge of structure 



M 

0i 

3 = 5 

01 

a z z 

•=7 S 

I* 

Q 

CO 



10 



15 



)m 

wherein binding is achieved via the terminal carbon atoms; 

iii) together form\ bridge of structure 

wherein binding is achieved via the terminal carbon atoms; or 

iv) together form a bridgg of structure 

'V 

wherein one or two ring members T 1 are N and the others are CH, and binding 

is achieved via the terminal atoms; and 
wherein 



m is 0 or an integer 1 - 4; and 
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25 



G is a substituent independently selected from the group consisting of 

• -N(R 6 ) 2 ; 

• -NR 3 COR 6 ; 

• halogen; 

• alkyl; 

• cycloalkyl; 
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y3 

yj 



O 



15 



20 



25 
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lower alkenyl; 
lower cycloalkenyl; 
halogen-substituted alkyl; 
amino-substituted alkyl; 
N-lower alkylamino-substituted alkyl; 
I,N-di-lower alkylamino-substituted alkyl; 
lower alkanoylamino-substituted alkyl; 
hycwoxy-substituted alkyl; 
cyanotsubstituted alkyl; 
carbox\substituted alkyl; 
lower allaDxycarbonyl-substituted alkyl; 
phenyl lo\wr alkoxycarbonyl-substituted alkyl; 
halogen-subsjtituted alkylamino; 
amino-substit^ted alkylamino; 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lower alwlamino-substituted alkylamino; 
N-lower alkanoylabiino-substituted alkylamino; 
hydroxy-substitutedlalkylamino; 
cyano-substituted alkylamino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-slkbstituted alkylamino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
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Ml 

3 = 1 



Ul 



10 



15 



20 



-C0 2 R 6 ; 
-CON^ ; 
-CH 2 OR 3 ; 
-N0 2 ; 
-CN; 
amidino; 
guanidino; 
^sulfo; 

KOH)2 ; 
optionally substituted aryl; 
optionally substituted heteroaryl; 
• optionally substituted saturated heterocyclyl; 
optionalW substituted partially unsaturated heterocyclyl; 
-OC0 2 R 3 > 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionalW substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-CHO; 

-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 



25 



R 3 is H or lower alkyl; 



30 



R is independently selected from the group consisting of 

• H; 

• alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 
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I 4 is H, halogen, or lower alkyl; 



01 



m 



15 



20 



25 




X is se\cted from the group consisting of O, S, and NH; 

Y is selected from the group consisting of 

lowenjlkylene, optionally substituted by OH or OAcyl; 
-CH 2 - 

10 • -CH 2 -S- 

-CH 2 -NH- 
-0-; 
-S-; 
-NH- ; 

-(CR 4 2 )„-S(0)p-(5-rAfemberedheteroaryl)-(CR 4 2 ) s -; 

-(CR 4 2 )„-C(G 2 )(R 4 )-(V 4 2)s- ; 
wherein 

n and s are each independently 0 or an integer of 1—2; and 
G 2 is selected from the\roup consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH 2 N(R 6 ) 2 ; 
-0-CH 2 - ; 
-S(O)- ; 
-S(0) 2 - ; 
-SCH 2 - ; 
-S(0)CH 2 - ; 
-S(0) 2 CH 2 - ; 
-CH 2 S(0)- ; and 
-CH 2 S(0) 2 - 

30 A and D independently represent N or CH; 

B and E independently represent N or CH; 
L represents N or CH; 
with the provisos that 
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at) the total number of N atoms in the ring containing A, B, D, E 5 and L is 1, 2, or 
3; and 

b)\vhen L represents CH, at least one of A and D is an N atom; 



5* 
ft* 



10 



w 



r 5 * 
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q isO, 1, V2; 

G 3 is selecteckfrom the group consisting of 
lower awcyl; 
-NR 3 CO»V; 

carboxy-suWituted alkyl; 
lower alkoxyqarbonyl-substituted alkyl; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CH 2 OR 3 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-N0 2 ; 
-CN; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
optionally substituted saturated heterocyc\ 
optionally substituted partially unsaturated^heterocyclyl; 
optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
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-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 ; 



J is a ring selected from the group consisting of 

• aryl; 

• pyridyl^and 

• cycloalkyf 

q' represents the number of substituents G 4 on ring J and is 0, 1, 2, 3, 4, or 5, and 
G 4 moieties are selectecnfrom the group consisting of 
optionally substituted heteroarylalkyl; 
optionally substitutecUieteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heferoarylalkyloxy; 
-S(0) p (optionally substitute^ heteroarylalkyl); 
-CHO; 

-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 

fused ring-forming bridges attached^ to and connecting adjacent positions of 
ring J, said bridges having the 



a) 



wherein 

each T 2 independently represents N, CPL or CG 4 ; 
T 3 represents S, O, CR 4 G 4 , C(R 4 ) 2 , orNR 3 ; and 
binding to ring J is achieved via terminal atoms T 2 and T 3 ; 
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b) 



c) 



TV 



wherein 

each T 2 independently represents N, CH, or CG 4 ; 

with the proviso that a maximum of two bridge atoms T 2 may be N ; 
and 

iding to ring J is achieved via terminal atoms T 2 ; and 



T 4 



T 5 

T 5 ^ 



-T 6 

\ 



T 5 — 



or 



wherein 

each T 4 , T 5 ' 
NR 3 ; and 



T T 5 — T 6 

id T 6 independently represents O, S, CR 4 G 4 , C(R 4 ) 2 , or 



binding to ring Xis achieved via terminal atoms T 4 or T 5 ; 
with the provisos \hat: 

i) when one l\is O, S, or NR 3 , the other T 4 is CR 4 G 4 or C(R 4 ) 2 ; 

ii) a bridge comprising T 5 and T 6 atoms may contain a maximum of 

two heteroatorm O, S, or N; and 

iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 is O, the 
other T 5 is S, CR 4 V, C(R 4 ) 2 or NR 3 ; 

iv) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated bj\at least one carbon atom; 



and with the further provisos that: 
- in G 1 , G 2 , G\ and G 4 , when two groups R 6 arAeach alky I and located on the same 
N atom they may be linked by a bond, an O, a\s, or NR 3 to form a N-containing 
heterocycle of 5 - 7 ring atoms; and 
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when an aryl, heteroaryl, or heterocyclyl ring is optionally substituted, that ring 
bear up to 5 substituents which are independently selected from the group 
>nsisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
), lower alkanoylamino, halogeno, lower alkyl, halogenated lower alkyl, 
hydk>xy, lower alkoxy, lower alkylthio, halogenated lower alkoxy, halogenated 
loweX alkylthio, lower alkanoyloxy, -C0 2 R 3 , -CHO, -CH 2 OR 3 , -OC0 2 R 3 , - 
CON(Rh 2 , -OCO N(R 6 ) 2 , -NR 3 CON(R 6 ) 2 , nitro, amidino, guanidino, mercapto, 
sulfo, anckcyano; 
or a pharmaceutically acceptable salt or prodrug thereof. 

14. A compound havine the generalized structural formula 




wherein 
R 1 and R 2 : 

i) together form a bridge of^tructure 

A 

=^G' ) . 

wherein binding is achieved vr^ the terminal carbon atoms; or 

ii) together form a bridge of struct 

V 

T 1 =T 1 

wherein one of the ring members T 1 i&N and the others are CH, and binding is 

achieved via the terminal atoms; anc 
wherein 



m is 0 or an integer 1 - 2; and 



G 1 is a substituent independently selected fron^the group consisting of 
• -N(R 6 ) 2 ; 
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A* 



y 

in 

■ES3* 
2 



10 



15 



20 
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-NR 3 COR 6 ; 

halogen; 

alkyl; 

amino-substituted alkylamino; 
-lower alkylamino-substituted alkylamino; 
-di-lower alkylamino-substituted alkylamino; 
N-kVer alkanoylamino-substituted alkylamino; 
hydros-substituted alkylamino; 
carboxy-^ubstituted alkylamino; 
lower alkox^carbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alk2 
halogenated lower alkyl£ 
halogenated lower alkylsul^onyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-N0 2 ; 
-CN; 

optionally substituted heteroarylalkyl; 1 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl)!] 



30 



R 3 is H or lower alkyl; 
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# 



si 



Q 
03 



10 



15 



20 



25 
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^ 6 is independently selected from the group consisting of 
H; 

lower alkyl; 

jtionally substituted aryl; 
opVonally substituted aryl lower alkyl; and 

p is 0 or 1; 

Y is selected from the group consisting of 

lower alkyl\ne, optionally substituted by OH or OAcyl; 
-CH 2 -0- ; 
-CH 2 -S- ; 
-CH 2 -NH- ; 
-O-; 
-S-; 
-NH-; 

-(CH2)n-S(0) p -(5-membe^dheteroaryl)-(CH 2 ) s -; 
-(CH 2 ) n -C(G 2 )(H)-(CH 2 ) 5 -\ 
wherein 

n and s are each independently 0 or 1 ; and 

G 2 is selected from the grou\consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH 2 N(R 6 ) 2 ; 
-0-CH 2 - ; 
-S(O)- ; 
-S(0) 2 - ; 
-SCH 2 - ; 
-S(0)CH 2 - ; 
-S(0) 2 CH 2 - ; 
-CH 2 S(0)- ; and 
-CH 2 S(0) 2 - 



A and D independently represent N or CH; 
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Represents N or CH; 
ith the provisos that 

a) \ie total number of N atoms in the ring containing A, D, and L is 1 or 2; and 

b) vs\en L represents CH, at least one of A and D is an N atom; 
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q is 0, 1 , on 

G 3 is selected Atom the group consisting of 
lower alkj 
-NR 3 COR 6 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ;- 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-CN; 

optionally substituted aryl; 
optionally substituted heteroafyl; 
optionally substituted heteroary^alkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkylexy; 
-S(0) p (optionally substituted heteroarymlkyl); 
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q' represents the number of substituents G 4 on the\henyl ring and is 0, 1, 2, or 3; 
and 

G 4 moieties are selected from the group consisting ol 

• optionally substituted heteroarylalkyl; 

• optionally substituted heteroaryloxy; 

• -S(0) p (optionally substituted heteroaryl); 
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optionally substituted heteroarylalkyloxy; 
) p (optionally substituted heteroarylalkyl); 

I ring-forming bridges attached to and connecting adjacent positions of the 
phenyl ring, said bridges having the structures: 

a) 

> 

wherein^ 

each ^independently represents N, CH, or CG 4 ; 
T 3 reprints S, O, CHG 4 , C(H) 2 , or NR 3 ; and 
binding tc^he phenyl ring is achieved via terminal atoms T 2 and T 3 ; 



b) 



TV 



wherein 

each T 2 independently represents N, CH, or CG 4 ; 

with the proviso tha\a maximum of two bridge atoms T 2 may be N ; 
and 

binding to the phenyl ring is achieved via terminal atoms T 2 ; and 



c) 



or 



T 5 ^ 



wherein 

each T 5 , and T 6 independently ^presents O, S, CHG 4 , CH 2 , or NR 3 ; 
and 

binding to the phenyl ring is achievSg via terminal atoms T 5 ; 
with the provisos that: 

i) a bridge comprising T 5 and T 6 afbms may contain a maximum of 

two heteroatoms O, S, or N; and 

ii) in a bridge comprising T 5 and T 6 \oms, when one T 5 is O, the 
other T 5 is S, CHG 4 , CH 2 or NR 3 ; 
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iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 



and with the further provisos that: 

- in G\ G 2 , G 3 , and G 4 ^hen two groups R 6 are each alkyl and located on the same 
N atom they may be linkea^w a bond, an O, an S, or NR 3 to form a N-containing 
heterocycle of 5 - 7 ring atomsS&nd 

- when an aryl, heteroaryl, or heterocyc^d ring is optionally substituted, that ring 
may bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substitute^mino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alK^L halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, halogenated iWer alkoxy, halogenated 
lower alkylthio, lower alkanoyloxy, -C0 2 R 3 , -CH 2 OR 3 , -0&Q 2 R 3 , -CON(R 6 ) 2 , 
OCO N(R 6 ) 2 , -NR 3 CON(R 6 ) 2 , nitro, and cyano; 

or a pharmaceutically acceptable salt or prodrug thereof. 



15. A compound having the generalized structural formula 




wherein 
R l and R 2 : 

i) together form a bridge of structure 

wherein binding is achieved via the terminal carbon atoms, and any group G 1 is 
located on a non-terminal atom of the bridge; or 
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ii) together form a bridge of structure 



> 

T 1 =T 1 



erein one of the ring members T 1 is N and the others are CH, and binding 
\achieved via the terminal atoms; and 
wherein 



m is 0 or an integer 1 - 2; and 



^ G l is a substituent independently selected from the group consisting of 



• -N(^) 2 ; 

• -NR 3 GOR 6 ; 

• halogen; 

• -OR 6 whe rein R6 represents lower alkyl; 

• -N0 2 ; 

• optionally substituted heteroaryloxy; 

• optionally substituted heteroarylalkyloxy; 

R 3 is H or lower alkyl; 

R 6 is independently selected fron\the group consisting of 

• H; 

• lower alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lowe\ alkyl; and 

p is 0 or 1 ; 

Y is selected from the group consisting of 

• lower alkylene, optionally substituted 

• -CH2-O- ; 

• -S-; 
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• -NH- ; 
S(0)p-(5-membered heteroaryl)-; 

•\ -C(CN)(H)- ; 

• \o-CH 2 -; 

• -StO)- ; and 

• -S(W; 



q is 0 or 1 ; 



G is selected fronrthe group consisting of 




lower alkyl; 
-NR 3 COR 6 ; 
-C0 2 R 6 ; ' 
-CON(R 6 ) 2 ; 
-S(Q) 2 N(R 6 ) 2 ; 



q' represents the number of substituents G 4 on the phenyl ring, and is 0, 1, 2, or 3; 

and \ 
G 4 moieties are selected from the^group consisting of 

• optionally substituted hete^>arylalkyl; 

• optionally substituted heteroaryloxy; 

• -S(0) p (optionally substituted heteroaryl); 

• optionally substituted heteroarylalkyloxy; 

• -S(0) p (optionally substituted heter^arylalkyl); 

• fused ring-forming bridges attached\to and connecting adjacent positions of the 

phenyl ring, said bridges having the structures: 



a) 



T 3 

wherein 

each T 2 independently represents N, Ck, or CG 4 ; 
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\ T 3 represents S, O, CHG 4 , CH 2> or NR. 3 ; and 
\ binding to the phenyl ring is achieved via terminal atoms T 2 and T 3 ; 

« \ 

wherein \ 

each T?, and T 6 independently represents O, S, CHG 4 , CH2, or NR 3 ; 
and \ 

binding to the phenyl ring is achieved via terminal atoms T 5 ; 
with the provisos that: 

i) a bridge comprising T 5 and T 6 atoms may contain a maximum of 

two l^eteroatoms O, S, or N; and 

ii) in a ge comprising T 5 and T 6 atoms, when one T 5 is O, the 
other TAis S, CR 4 G 4 , C(R 4 ) 2 or NR 3 ; 

iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 



and with the further provisos that: 

- in G 1 , G 2 , G 3 , and G 4 , when two grbups R° are each alkyl and located on the same 
N atom they may be linked by a bonji, an O, an S, or NR 3 to form a N-containing 
heterocycle of 5 - 6 ring atoms; and 

- when an aryl, heteroaryl, or heterocyclVl ring is optionally substituted, that ring 
may bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alkyl, halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, hafogenated lower alkoxy, halogenated 
lower alkylthio, -C0 2 R 3 , -CON(R 6 ) 2 , nitro, ahd cyano; 

or a pharmaceutical^ acceptable salt or prodrug thereof 

16. A pharmaceutical composition comprising a co\npound of claim 13 and a 
pharmaceutically acceptable carrier. 
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17. A method of treating a manikial having a condition characterized by abnormal 
angiogenesis or hyperpermiabift^y processes, comprising administering to said 
mammal an amount of a compound of claim 13 which is effective to treat said 
condition. 
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18. The method of claim 17, wherein said condition is tumor growth; retinopathy, 
including diabetic retinopathy, ftahemic retinal-vein occlusion, retinopathy of 
prematurity, and age-related macula/ degeneration; rheumatoid arthritis; psoriasis; or a 
bullous disorder associated with subepidermal blister formation, including bullous 
pemphigoid, erythema multiforme, and dermatitis herpetiformis. 
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19. A compound selected from the group consisting of: 

a) 4-[4-(4-Cnlorophenylamino)phthalazin- 1 -ylmethyI]pyridin-2-y 1 carboxy lie acid 
methylamide^ 

b) 4-[4-(4-Chloropl^nylamino)phthala2in- 1 -y lmethyl]pyridin-2-yl carboxy lie acid 
amide; 

c) l-(4-chlorophenylamilto)-4-(3-pyridylmethoxy)phthalazine; 

d) 4-[4-(4-Chlorophenylamn^p)phthalazin-l-yloxymethyl]pyridin-2-yl carboxy lie acid 
methylamide; 

e) 4-[4-(4-Chlorophenylamino)pft^halazin- 1 -yloxymethyl]pyridin-2-y 1 carboxy lie 
acid amide; 

f) 4-[4-(3-BromophenyIamino)phthalazin\-ylmethyl]-pyridin-2-yl carboxy lie acid 
methylamide; 

g) 4-[4-(3-Bromophenylamino)phthalazin-l^Imethyl]-pyridin-2-yI carboxylic acid 
amide; 

h) l-(4-chlorophenyIamino)-4-[(2-phenyl-4-pyri^yl)methyl]phthalazine; 

i) l-[4-(4-pyridyloxy)phenylamino]-4-(4-pyridyliritethyl)phthalazine; 
j) 1 -(indan-5-ylamino)-4-(4-pyridylmethyl)phthalazme; 

k) 4-[4-(4-Chlorophenylamino)phthalazin-l-ylmethyl]p^ridin-2-yl carboxylic acid 

methylamide dihydrochloride; 
1) 4-[4-(4-Chloropheny lamino)phthalazin- 1 -y Imethyl]pyrid\-2-y 1 carboxylic acid 

methylamide dimethanesulfonate; 
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m ) 4-[^4-Chlorophenylamino)phthalazin-l-yImethyl]pyridin2-yI carboxylic acid 

amide ^hydrochloride; 
n) 4-[4-(4-Cm^rophenylamino)phthaIazin-l -ylmethyl]pyridin-2-yl carboxylic acid 

amide dimethah^sulfonate; 
o) 4-[4-(4-ChloropherMamino)phthalazin- 1 -y loxymethy l]pyridin-2-y 1 carboxylic 

acid amide dihydrochlotekie; 
p) 4-[4-(4-Chlorophenylamin^^hthalazin- 1 -yloxymethyl]pyridin-2-yl carboxylic 

acid amide dimethanesulfonate^V 
q) 1 -(4-chlorophenylamino)-4-[5-(4-p^Wy 0" 1 H- 1 ,2,4-triazoly l-3-ylthio]phthalazine; 
r) 1 -(4-isopropy lphenylamino)-4-[5-(4-pynt4y I)- 1 H- 1 ,2,4-triazolyl-3- 

ylthio]phthalazine 
s) 1 -(4-chlorophenylamino)-4-(4-pyridylsufonyl)pR^alazine; 
t) 1 -(4-chloropheny lamino)-4-(4-pyridy lsufinyl)phthala^ne; 
u) 1 -(4-chloropheny Iamino)-4-(4-pyridylmethoxy)pyridazinbt 
v) 1 -(indan-5-y lamino)-4-(4-pyridy lcyanomethyl)phthalazine; ahd 
w) 1 -(benzothiazol-6-y Iamino)-4-(4-pyridylcyanomethyl)phthalazine? 
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